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Examp.e . , A PP .ican,s discovered .ha, PK3CA is amplified in ovarian cancer and 
further, «ha, PDGCA is overexposed in ovarian cancer (Examp.e 2, page 30). 

„....,;,l, increased PK3CA expression also 

Applicants also showed that ovarian cau.o — 

exited increased PI kinase activity (Figure 3), and lastly, that a spec.fic ,nh,b„ of P. 
ki „ase, inhibited ovarian cancer ce„ proliferation. In hgh, of these observations, the 
inventors recognized that inhibition of PI kinase would have therapeutic benefits, 
kinases are we., studied and inhibitors of these enzymes are known, the inventors 

proration of ovanan cancer ce,.s by administration of compounds that inhibit 

kinase activity. 

Rejections under 35 V.S.C. §112, first paragraph 

Claims 37 and 38 were rejected as aUegedly lacking adequate written 
description support in the specification. The rejection alleges that the application does 

common structural feature of a P.-k,nase inhibitoiy compounds was eviden to the sailed 
^san. Furthermore, the Examiner contends that the specification has no, taught th 
inhibitors of PI kinase activity are generally effective in inhibiting ovarian cancer eel 
yo w,h wi,hou, also inhibiting grow,h of norma, ovarian ceUs as we., as o,her norma, 

Ce,,Sra,heb "c,a,ms3 M9 wererejec,edasa,,ged,no,e„ab,ed. The rejection aUeges 
,„a, the app.ication does no, provide sufficient guidance and working examp.es to enable 
L pracLr ,o make and use ,he c.aimed me,h„d without undue experimentation The 

inhibition of Pl-kinase wi.l be effective for inhibiting ovanan cancer ceU prohfe^tion 
tatien.andthattheou.comeisunpredictab.edue.othecomp.ex^ofthemechanism 

Lved incancer. She further ar^estha, the specification does no, supporttheuseof 
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P, inhibitors in genera, because there are innumerable .ina.es in ,he norma, cell a^hat 
many of the possible PI Kinase inhibitors wouid be expected to have harmful s,de effects. 

many or in P s „ hmiss ion of the Hu et at. paper 

In addition, the txammer ai.o 6 » "'- • 

with Applicants' previous response is insufficient as evidence to support the use of 
LY 294002 as . th erapeu,ic agent. The rejection argues tha, the publication canno 
S ubsti,u«e for a declaration. She therefore retires tha, a Dec.arat.on under 37 C^l 
U32 by at leas, one of .he inven.ors be submitted that explains the re.evant poruons of 

respec.ful.y -verse bo.h the written description rejection and the enablement rejeCon. 
Because the two rejections are closely related, .hey are addressed .ogether. 

^^^^pplicants- response mat.ed October 1, 2001 , 

wen Known. For example, the compounds listed in the specfication a, page Ones 7 
l0 wereknown toinhibitPB-kinasepnorto Applicant, invention. Other tutors not 
explicitly rccted in the specification were also known (m e.g.. U.S. Paten. No. 
5 378 725 ci,d in the supplemental IDS submitted herewith, which discloses vanous 
wortmannin analogs). Moreover, PI3-ki»ase inhibitors can be identified us.ng 
conventional assays (see. e.g.. the exemplary enzymatic assay desenbed on page 34 f 
the specification and the assays described in U.S Patent No. 5,378,725 at column 11) and 

,„c effect on cancer cel. proliferation assessed using we., known technics (see, e.g, 

page 32, lines 3-17). Such assays can identify compounds tha, inhfbi, PI3 k,nase v,a a 

varietyofactionsandmay,infactbestructurallyunrela,ed. 

As need m the MPEP a, § 2163 (n)(A)(3)(a) "[W]ha, » conventional or 

„e„ known ,o one of ordinary ski,, in ,he art need no, be disciosed in detail", cttrng 

k Le and kinase inhibitors have been ex.cnsively studied, thus the state of the ar, 



PATENT 

LALEH SHAYESTEH et al. 
Application No.: 08/905,508 

Page 5 . 
advanced Wore, the specification, taken together with that which is known ,„ the 
" e S sufficient option ana sufficient gu.d^ce for the skihed arttsan » 

an, proviu^ ^ of ovarian cancer cells 
identify PI kinase inhibitors that inhibit patnoiogic P »m«— 

without undue experimentation. 

DejKrjr^^ • nts for treating a 
the description requirements for treating 

patl ent W1 thatherapeut 1C agent «~^^'^^^ 
of a cell * *ra in both the wntten description and enablement rations, she appears 

„ k t the effect of the compound on normal cells and argues that the 
to be concerned about the ettect oi me coup effective 

Location has not described that inhibitors of PI kinase acuvuy are generany ffecnve 

drerefore not be practiced without undue experimentatron. 

This aspect of the rejection appears to be concerned that the spectfica. 
dees no, provide a description of compounds that inhibit ovarian cancer ceU grow* 

1107 01(V) the Office must confine its rev ie w to the statutory req 

demonstrate the efficacy of the treatment. 

Lastiy, submitted herewhh is a Delation by Joe Gray pursuant to 37 
C.F.R. SU* which expiains the re.evan. portions of the Hu - al reference. 
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to summary, in view of .he level of knowledge in ,he art and .he 
firemen, of pa.en.ahiii.y for .he claimed me.hods, .he speeif,ca.,on bo,h enab.es and 

requiremen y descnption and 

fully describes Applicants' invention, wiinomw*. 

enablement rejections is therefore respectfully requested. 

mNCLUSION 

Applicants believe all claims now pending in this Application are m 

conditioner — 
respectfully requested. 

If , he Examiner believes a .e.ephone conference would expedue 

prosecution of .his application, please .elephone ft. undersigned a. . 

jectfully submitted, 




Jear/M. Lockyer, Ph.D. 
Reg^No. 44,879 
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37. (three times amended) A method of inhibiting the pathological ^ 
proliferation of ovarian cancer cells in a patient tint lm „ po pulation of ovarian can cer 
^^^r.ells in whirh^fi is amplified, the method comprising adrmmstenng a 
therapeutically effective dose of an inhibitor of PI kinase to the patient, wherem the 
inhibitor inhibits PI kinase enzymatic activity. 

38. (two times amended) The method of claim 37 36, wherein the 

inhibitor of PI kinase is a non-peptidic inhibitor of enzyme activity. y 



39. (amended) The method of claim 38, wherein the non-peptidic 
inhibitor is LY294002. 
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